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PERIOSTAT®
(Goxycychne hyclate ladlets) 20mg

1841-00
Rev 04/01

DESCAIRTION

Periostat*® 1s avaiable as a 20 mg tablet formulation of
doxycycling for oral agministration

The structurai formula of doxycyctine hyclate 1s

NH3
i OH

with an empirical tormula of (CpH, N, Qo HC,+C H0H,0
and a molecular weight of 1025 89 The chemical
gesignation for doxycychine is d4-{dimethylaming)-
1,4,42,5,52.6,11,12a-0¢tahydro-3,5,10,12,12a-
pentanydroxy-6-metnyi-t Y1-dioxo-2-
naphthacenecarboxamide monohydrogchionds, compound
with ethyl alcohol (2.1), mongnhydrate

Doxycychne hyclate 1s a yellow 1o hght-yellow crystalline
powder whicr s soluble in water

Inent ingredients in the lormuylation are  hydroxypropyl
methytcellulose, faclose, magnesium stearate,
microcrystalline cellutose, titamum dioxide, and triacetin
Each tablet contains 23 mg of doxycychine hyclate
equivalent to 20 mg of goxycycling

CLINICAL PHARMACOLOGY

Alter oral agministration, doxycycline hyclate 1s rapidly
ang nearly completely absorbed from the gastrointestinal
tracl  Doxycycling s eliminated with a half-tite ot
approximately 18 hours by renal ang fecal excreton ol
unchanged drug

Mechanism of Action  Doxycyching has been shown to
inhiblt collagenase activity in vitre ' Adaitional studies
have shown that goxycychine redyces the elevated
collagenase activity in the gingival! crevicular fluid of
patients with adult perrodontitis '* The chnigal
significance of these findings 1s not known

Microbioiogy DOoxycycline 15 a member of the
tefracycline class of antibiotics The dosage of
doxycychine achieved with this product durng
administration 1 well below the concentration required to
INhibIt MiCroorganisms commonly associated with aguit
perrodontitis Chincal studles with this product
demonstrated no etect on total anaerobic and facuitative
bacterta in plaque samples from patients agminisiered
this dose regimen for 9 to 18 months  This product
shoutd not be useo for reducing the numbers of or
eliminating those microorganisms associated with
periodontitis

Pharmacokinetics

The pharmacokinetics of doxycychine tollowing oral
agminisiration of Penostat® were investigated in 4
volunteer studies (nyglving 107 adults  Agditionally,
goxycycline pharmacokinetics have been characterized in
numerous scientitic publications * Pharmacokinetic
parameters lor Penostat™ toliowing single oral doses and
3t steady-st3le in healthy subjects are presented as
tollows

Pheimacotinelle Poremolert tor Partoria’

» Cmes® Tmmr''  C1F° 1,y
ingmi) W) i)

W /2101 4 IB LY e AR

Singte dose 20 mg

{1:0ht} o8

Steady State 30 790,285 7 1764106 Not

Wmg 8D 098 120 Determines
Mean SO

' Mean and range
1 Steady Slate 0a(2 wern aDIained 11om POrm Il voluniasrs
L3 110!

Absorption: Doxycyciine 1s well absorbed aiter oral
agministration  In a single dose study concomitant
administration of Periostat* with 3 1000 caiorie, high-fat,
high-proten meal whigh ncluded cairy products, In
healthy volunteers resulted In 3 gecrease in the rate and
extent of absorption and delay in the tme 10 maximum
concentrations

Distrnibutlon: Doxycychne 1s greater than 90% bound to
plasma protens s apparent volume of distnibution 1
vanously reported as between 52 6 and 134 L

Melabolism: Major metabolites of doxycycline have not
been identilled  However, enzyme inducers such as
barbiturates, carbamazepine, and phenyloin decrease the
hail-tie of doxycycine,

Excretion: Doxycycline 1s excreted in the unine and leces
as unchanged drug It s vanously reported that between
29% and 55 4% 0! an agministered dose can be
accounted for in the urine Dy 72 hours ** Hail-life
averaged 18 hours in subjects recerving a single 20 mg
doxycycline dose

Special Populalions

Geriatric: Doxycychne pharmacokinetics have ngt been
evaluated in gerlatric patents

Fediatric: Doxycycline pharmacokinetics have no! been
evatvated in pediatne patients {See WARNINGS section)

Gender. Doxycycline pharmacokinelics were compared in
9 men and 11 women under ted and fasted conditions
While female subjects had a migher rate (Cmax) and
extent of apsorption (AUC). these ditferences are thought
10 be due 10 Gifferences i body weighlean body mass
Oiferences in other pharmacokinehc parameters were not
significant

Race. Ditterences in doxycychne pharmacoxinehcs
among raci3! groups have not been evaluated

Renal Insulticiency' Studies have shaown no significant
difterence in serum halt-lite of doxycychne in patients
with normal and severely impaited renal function
Hemodlalysis does not alter the hait-life of doxycychine

Hepalic Insutliciency: Daxycythne pharmacokineics
have not been evaluated 1n patients with hepatic
insutficiency

Orug Interactions: (See PRECAUTIONS section)
Clinical Study

In 3 rangomized, mulli-centered, doudle-blind, 9-month
Pnase 3 study invoiving 190 aduit patients with
perodontai disease {at least two probing sites per
quadrant of between 5 ang 9 mm pocket depth (PD) and
attachment level (ALv)]. the etfects of oral administration
of 20 mg twice a day of doxycycline hyclate (using a
bioequivalent capsule tormulation) plus scaling and root
planing (SRP) were compared 10 placedo contiol plus
SRP Both treatment groups were admtnistered a course
of scaling and root planing 10 2 quadrants at Baseline
Measurements ol ALv, PD and hleeding-on-probing
{BOP) were obtained al Basehing, 3, 6, and 9 months from

each site about each togth 0 the two quadrants 'nat
receved SRP ysing the UNC 15 manual probe Each
tooth site was categorized into one of three sirala hased
on Basehne PO 0:3 mm (no disease) 4-6 mm
(mid/moderate gisease), 2 7 mm {severe disease) For
each slralum and treatment group, the following were
caiculated at month 3 6, and 9 mean change in ALv from
baseline, mean change 1n PD from baseline, mean
percentage of tooth sites per patient exmditing
attachment 10ss of 2 2 mm lrom baseling, and percentage
of tooth sites with hleeding on probing  The results are
summarized in the following table

Clinical Reawlity oL Ning Months of Doryeycling Myciote Capsutes
20 mg ey an Adjunct te SRP
{Rioequivatem to Dorycycting Hyclete Tadlets 20 mg)
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INDICATIONS AND USAGE

Periostat® is indicated for use as an adjunct 1o scahing and
root planing to promote attachment tevel gain and 10
reduce pocket depth in patients with adult peniodontitis

CONTRAINDICATIONS

This drug 1§ contramdicated n persons who have shown
hypersensitivity 1o doxycycline or any of the other
tetracyclings

WARNINGS

THE USE OF DRUGS OF THE TETRACYCLINE CLASS
DURING TOOTH DEVELOPMENT (LAST HALF OF
PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE
OF 8 YEARS) MAY CAUSE PERMANENT
DISCOLORATION OF THE TEETH (YELLOW-GRAY-
BROWN)  This adverse reaction s mare common dueing
long-term use of the drugs but has been observed
following repeated short-term courses Enamel
hypopiasia has also been reported YETRACYCLINE
DRUGS, THEREFDRE, SHOULD NOT BE USED IN THIS
AGE GROUP AND IN PREGNANT QR NURSING
MOTHERS UNLESS THE POTENTIAL BENEFITS MAY BE
ACCEPTABLE DESPITE THE POTENTIAL RISKS

All tetracychnes form 2 stable calcium complex in any
bone forming tissue A decrease 1n ioula growth rate has
been observed in prematyre nfants gtven qrat
tetracychines in doses of 25 mg/kg every 6 hours  This
reaction was shown to be reverstble when the drug was
discontinued

Daoxycycline can cause fetal harm when administered to a
pregnant woman Results of animal studies indicate that
tetracychines cross the placenta, are found in fetal tissues,
~an have toxic eHects on the developing letus (often

1 10 retardation of skeletal cevelopment) Evidence

¢’ embrvotox:City has a'se been noted 'n amimals ireatec
early «nopregnancy I any tetracychines are ysed guring
pregrancy or if the palient becomes pregnant wnile
taking this dryg, the patient shoutd be apprised of the
potential hazarg to the letus

The catabolic achon of the fetracychines may cause ang
increase 0 BUN  Previous stugies have not observed an
increase 10 BUN with the use of doxyCycline in patients
with impaiced renal function

Photosensitivity manifested by an exaggerated sunburn
reaction has been observed in some individuals (aking
letracychines  Patents apl to be exposed 1o girec!
sunhght ot ultraviolet hght should be advised that this
reaction can occur with tetracychne druQs, and treatment
should be discontinued at the tirst evidence of skin
erythema

PRECAUTIONS

While 00 overgrowth by opportumistic microotganisms
such as yeast were noteo during chnical studies, as with
other antimicrobials, Periostat™ therapy may result in
overgrowtn of nonsusceptible microorganisms incluging
funga

The use of tetracyclines may increase the incidence o!
vaginal candighasts

Penostat® should be used with cauhion 1n patients with a
history ot predisposition to aral candidiasis  The safety
and efectiveness of Periostat® has not been established
for the treatment of pertogontitis in patients with
coexistant oral candidiasis

it supeainiection s suspected, appropriate measyres
should be taken

Laboralory Tests: In long ferm therapy, periodic
laboratory evatuations of organ systems, including
hematopoietic, fenal, and hepatic studies should be
pertormed

Drug Interactions: Because tetracychines have been
shown to depress plasma prothrombin activity patients
who are on anticoagutant therapy may require gownwarg
adjustment of thetr anticeagulant dosage

Since bacterial antibiotics, such as the tetracyciine class
of antibrohics, may interfere with the bactericidal action of
membpers of the -lactam {e 9 pemoithin) ciass of
antiblotics, tt s not advisable to administer these
antibiotics concomitantly

Absorption of tetracyclines 15 impaired by antacids
containing alumMum, caicium, or magnesium, angd ron-
containing preparations, and by Dismuth subsalicylate

Barbiurales, carbamazeping and phenytown decrease the
half-hfe of doxycychne

The concurrent use of telracychine and methoxylivrane
has been repocted to resull i tatal renal toxcily,

Concurrent use of telracychnes may rencer oral
contraceplives less ellective

Orug/Laboratory Test Interactions  Fatse elevations of
urinary calecholamine levels may occur due 10
tnterference with the fluorescence test

Carcinogenesis, Mutagenesis, Impairment of Fertitity:
Ooxycycline hyclate has not been evalualed for
carcinogenic potential in long-term arimal stydies
Evidence of oncogenic activity was obtained in studies
with related compounds, | &, oxytefracycline (adrens' ~nd
piuntary tumors), and minocyctine (thyrowd tumors



Doxyeychine hyclate semonsiraled no potential to cause
genetic toxiCity i an /n witro pont mytation study with
mammahan cells (CHO/HGPRT torward mulatian assay)
of 1 an in vivo micrgnucleus assdy conducted 1 CO-1
mice However, dala from an /n vitrp assay with CHO
cels for polentidt 1o cavse chromosomal adetrations
suggest that doxycycline hyclate is a weak clastogen

Oral agmimstration of goxycycling hyclale to male and
female Spraque-Dawiey rats adversely altected lertiity
ang reproductive pertarmance, as evidenced by increased
time for mating to occur, requces sperm monlihty
velocity ang concentration, abnotmal sperm morphoiogy,
and increased pre-and post-implantation losses
Doxycycline hyclate tnduced reproductive toxicity at alf
dosages thal were examined in this study, as even the
fowest dosage tested (50 mg/kg/day) induced a
statistically sigruticant reduction in sperm veloCity  Note
that 50 mg/kg/day 1s approximately 10 times the amount
of goxycyciine hyclate contained in the recommended
daily dose of Periostat* for a 60 kg human when
compared on the basis of body surface ared estmates
{mg/m) Although daxyeychng impairs the feriity of rats
when administered at sullicient dosage, the ellect of
Peripstat on human terihly )s unknown

Pregnanty Teratogenic Elfecis: Pregnancy Category D
(See WARNINGS Section) Resuits Irom ammal studies
indicate that doxycycline ¢crosses the placenta and s
found n tetal Lissues

Nonigratopenic ettects; (Sce WARNINGS Section)

Labor and Delivery: The eftect of tetracyclines on labor
ang delivery Is unknown

Nursing Mathers: Tetracyciines are excreled n human
milk  Because of the potential for serious agverse
reactions in nursing infants from doxycyctine, the use of
Perigstat® in auesing mathers 1s contraindicated (See
WARNINGS Section)

Pediatric Use: The use of Periostat® n infancy and
chidhood Is contraindicated (See WARNINGS section )

ADVERSE REACTIONS

Adverse Reactions in Ciinical Triais of a bioequivalent
form ol doxycytline hyclale capsules’ In chnical tnals of
agutt patients with pericdontal disease 213 patents
recetved 20 mg BIO over 3 9 12 month period  The
most frequent adverse reacthions occutnng n studies
nvolving treatment wilh a proequivalent form of
doxycychine hyclate capsules or placeto are hsted below

incigance (%) of Adyerse Reactiont in Clinicai THals of Deryeycting
Hyclale Capsules, 20mp
(Blosquivalent to Doryeycling Hyclale Tadiets, 20mg) vs Placedo

Adverss Rasction Dovveycling Hyctate Placena
Cepsuien 20 mg 810 {n=215)
{ne21)}
Keadiche 95 (26*) 58126%)
LCommon Colg 474229 46 (21%)
Flu Symptoms 24 (11%) 40 {19%)
Tooth Ache 14.(7%) 28 {13%)
Perodontal Abscess 8 (4%) 21 {10%)
Tooth Disorder 13 (6%) 19(9%)
Nausea 17 18%) 12(6%)
Sinysrtis 7 (3%} 18 (8%)
Injury 1 (5%) 18 (8%)
_Oyspepsia 13 (6%} 5 2%}
Sore Throat 1t {5%) 13(6%)
Jomt Pain 12 (8%) 8 (4%)
Diarrnea 12(6%) 8 (4%
Sinus Congestion 11 (5%) 11(5%)
Coughing 9 (4%) 11(5%)
Sinys Headache 8 (4%) 8§ (4%)
Rash 8 (4%) 6§ (3%)
Back Pain 7 (3% § (4%}
Back Ache 4(2%) 9 {4%)
Mensttual Cramp 9(d*) 5(2%)
Acid Indigestion 8(4%) 7(3%)
Pain 8 (d%) 5(2%)
Infection 4(2%) §13%)
Gum Pain 1{<1%) 6{3%)
Bronchitis 7(3%) 5 (2%)
Muyscla Pun 2 (1%} 8 {3}

Note  Percentages are based vn 10W) nymbder of study participants In
each treatment group

Adverse Reacllons lor Telracyclines: The lollowing
adverse reaclions have been observed in patients
recewing tetracyclines:

Gastrointestinal: anorexia, nausea, vomiting, diarrhea,
glossitts, dysphagla, enterocolitis, and inflammatory
leslons (with vaginal candidiasis) (n the anogenital region
Hepatotoxictty has been reported racely Rare instances of
esophagitis and esophageal ulcerations have been
reported in patients receving the capsule torms of the
drugs tn the tetracychine class Most of these patients
togk medicalions immediately before gomg to bed (See
DOSAGE AND ADMINISTRATION Section)

Skin maculopaputar ang erythemaious rashes
Extohative dermatitis has been reported but s
uncommon, Photosensitivily 15 discussed above  (See
WARNINGS Section)

Renal toxicity Rise 1n BUN has been reported and s
apparently dose related (See WARNINGS Section)

Hypersensitivity reactions urticana, angroneurotic
edema, anaphylaxis, anaphytactord purpura, serum
stckness, pericarditis, and exacerbation gt systemic lupus
erythematosus

Blood Hemolytic anemia, thrombocytopenia,
neutropenla, and eosinophihia have been reported

OVEADOSAGE

In case of overdosage, discontinue medicatign, treat
symptomatically and institute supportive measures
Dialysis goes not aller serum hali-lite and thus would not
be of benehit in treating cases of overdose

DOSAGE AND ADMINISTRATION
THE DOSAGE OF PERJOSTAT® DIFFERS FROM THAT OF

DOXYCYCLINE USED TO TREAT INFECTIONS EXCEEDING
THE RECOMMENDED DOSAGE MAY RESULT IN AN

INCREASED INCIDENCE OF SIDE EFFECTS INCLUDING
THE DEVELQPMENT QF RESISTANT MICROORGANISMS

Periostat® 20 mg twice daily as an agjunct following
scaling and roo! plamng may be administered for up to 9
months Periostat® should be laken twice daily at 12 hour
intervats, usually in the morning and evening It 1s
tecommended that if Periostat® is taken close to meal
times aliow al least one houtr prior 10 Of two hours atter
meals Safety beyond 12 months and efficacy beyond 9
months have not been established

Administration of adequate amounts of tuid along with
the tablets 1s recommended to wash down the drug and
reduce the risk of esophageal 1rnitation and uiceration
{See ADVERSE REACTIONS Section)

HOW SUPPLIED

Peripstat® (white tablet impninted with 3 £S20) containing
doxycycline hyclate equivaient to 20 mg doxycychine
Bottie of 60 (NDC 64682-008-01), Bottle of 100 (NDC
64682-008-02) ang Bonie ot 1000 (NDC 64682-008-03)

Storage: All products are to be stored at controlled room
temperatures of 15°C - 30°C (59°F - 86°F) and dispensed
I tight, hight-resistant containers {USP)

Rx Gnly

PERIDSTAT® s a tracemark ot ColtaGenex
Pharmaceuticals, Inc . Newtown, PA, 18540

Manutactured by
Pharmaceutical Manufacluring Research Services, tnc
Horsham, PA 19044

Marketed by
ColtaGenex Pharmaceyticals, In¢
Newtown, PA, 18940
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